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^(New) The kit of claimJZ further comprising 
said calcium is not in said second container. 



calcium . housed by said package, except that 




88. (New) Akitconprising 
a package housing: 

a first container containing the composition of claim 65, and 
a second container Containing transglutaminase. 



: and that is covalently attached to the composition contained in the first 



89 (New) The kil of claim 88, further comprising 

a third container /oused by said package, the third container containing a linking molecule that is 

a substrate of transglutaminase i 

Lthe prese/ce of transglutaminase. 

^(New) The kit of claim^Lher comprising calcium housed by said package, except that 

said calcium is not in said second container. 

P ' / 

91. (New) A kit comprising 

a package housi 

a first contain/ containing 1he composition of claim 77, and 
a second container containing transglutaminase. 




92. (New) The kit of claim 9 1 , further comprising 

a third container house/by said package, the third container containing a linking molecule that is 
a substrate of transglutammas/and that is covalently attached to the composition contained in the first 
container if in the presence of transglutaminase. 



/f. (New) The kit of claim?*, further comprising calcium housed by said package, except that 
said calcium is not in said second container. 



^/^(New) A kit comprising 
a package housing^ 

a first container/ontaining the composition of claim 67, and 
a second container coiftaining transglutaminase. 
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95. (New) The kit of claim 94/fiuther comprising , , A 

t k o^iH nuclease the third container containing ft linking molecule that is 
a third container housed by Aid package, the tmracoirau * 

„ A»t ic covalentlv attached to the composition contained in the first 
a subsirate of transglutanunase and that is covaientiy awcn 

container if in Ihe presence of t^sglutaminase. 

^/(New) The kit oW^Ler comprising calcium housed by said package, except that 
said calcium is not in said second container. 

97, (New) Akitcwnprising 
a package housjrig: 

a first contemner containing the composition of claim 85, and 
a second containetcontaining transglutaminase. 

98 (New) The kit of claim 9% further comprising 

a mini container housed by/aid package, the third container containing a Unking molecule that is 
a substrate of t^glutaminasea^that is covaientiy attached to the composition contained m the first 
container if in the presence of transglutaminase. 



REMARKS 

Applicants have previously paid for 32 total claims and 7 independent claims. There are 32 total 
claims and 2 independent claims currently pending. No fee is considered due, however should the 
Examiner determine that an additional fee is necessary, he is respectfully requested to charge the 
fee to the account of the undersigned, Deposit Account No. 23/2825. 
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55 (Amended) A composition of matter compr/sing: 

a conjugate of a nonextracellular matrix protein, nonlabeling agent and a carboxamide-carrying 
linking molecule, 

wherein the agent is selected from the gA> consisting of a sunscreen agent, a cosmet,c, an 
enzyme, a coloring agent, a phannaceutica./nt, a member of a ,i g and/rece P tor pair, a tissue sealant, a 
bulking agent, a hair conditioning agent/air fixative, a moisturizing agent, a depilatory agent, an ant, 
nerve gas agent, a film forming agent/vitamin, an insect repe.lant and a component of a h,gh affimty 

noncovalent coupling pair; 

wherein the linking macule is not native to the agent, and 
wherein the linkin/olecule comprises at least two contiguous l inked glutamics, and ,s a 

sub strate of transglutaryhase. . 

5?. (Amended) The composition of claim;*/, wherein the linking molecule comprises a polymer 
of amino acids containing at least^20%j^^ _ 

66 (Amended) A composition of msttter comprising: 

a conjugate of a nonextracellular m/trix protein, nonlabeling agent and a polymer, 
wherein the agent is selected from/the group consisting of a sunscreen agent, a cosmic, an 

enzy^abulkingagent.ahai^^ 
agent, an anti-ne.e gas agent, a fUm fofng agent, a vitamin, a coloring agent, a ph^^^^^^ 

Lberofali g and/rece P torpair,atissLe^ 

noncovalent coupling pair, and / 

wherein .he polymer comJes a, leas, 3 contiguous lysines attached ,o one another by pep.de 

bonds, and is a substrate of transglutaminase. 



67. (Amended) The composition of chum 66, wherein the polymer comprises ^ ino acids, and 
whereitfat least 20% of the amino] acic 



acids are lysines. 



^VT^^^^osHion of clairn^ wherein the component of a high affinity 
noncovaC binding pair is selected from the group consisting of a ligaud of a ligand-receptor complex, 
and a receptor of a ligand-receptor complex, 

jf. (Amended) The composition of claim/, wherein the agent is selected from the group 
consisting of a cholinesterase and a phosphodiesterase. 
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•7 f , • J wherein the agent is conjugated to the linking 

/(Amended) The composition of claim/?, wherein th g 

& i u .in the aeent is a pharmaceutical agent and the 

agent is conjugated to the lmk^ngmo^ _ . 

" Z^Zr, 55, wherein the agent is not itself a substrate of 

^Amended)) The compositiorj^ claim W, 

transglutaminase. 

rf A ded) The compositionofcla^ 

" " EL claim 66, wherein the agent is not itself a substrate of 

85. (Amended) The compos^ of claim 

transglutaminase. 




91. (Amended) A ki^omprising 

a package housingv , 
• iLinine the composition of claim 8 1 , ana 
a first container ^ontaimng mc 



'a secondcontainer coi 



/aining transglutaminase. 



P(Imended) A kit comprising ^ 
a package housing: . 



* a second container 



containing transglutan» 




^(Amended) A 



kit comprising 



a package housing: -~ d 

.Lcontaine, conning** «P—» <**-J A 
containing mmsglutamti^ 



the agent is an enzyme. 

7^f (New) The composition of claim/*, w 

VI ■ ■ f claim ^herein the agent is an enzyme. 

^ ew) The composition of claims w 
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( ..^(New) Tl-eco m po S1 .io„ofc 1 ai m ^«l.e re i„*ee„,y m ei S se 1 ec tt d fr om*egroup 
consisting of a cholinesterase and a phosphodiesterase. 

^Tiw) The composition ofc/aim 55, wherein to conjugate is in 0, on a microparticle. 
■ OajNew) Tne composition/claim 66, wherein to conjugate is in or on a microparticle. 
^ew) The composii of CaimJ, wherein to Unking molecule comprises a. leas. 




three contiguous linked glutamines. 

^ (New, The composmon of clainj, wherein to Unking moiecule comprise, a, .east 
four contiguous linked glutamines. 

ftew) The composition of clarn^ wherein the Ming molecule comprises a. leas, 
five contiguous linked glutamines. 

jjCw) Thecompositionofclaim^ 
of ajnino acids containing at least 30% glutamines. 

'(He.) The composition of claim/, .herein the linking molecule compnses a polymer... 
of amino acids containing at least 40% glutamines. 

)T(New) The composition of claim^, wherein the polymer comprises at least 4 
contiguous lysines attached to one another by peptide bonds. 

% (New) Thecompositionofclaim^ereinthepolymercomprisesatleastS 
contiguous lysines attached to one another by peptide bonds. 

^"^^nT-mposition of ch/m 66, wherein the polymerases amino acids, and 
/wherein at least 30% of the amino acids are Wfeines. 

112- (New) X^^o^^^^^^"^^^^ 
wherein at least 40% of the amino acids Are lysines. 
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• i 908 filed January 20, 1998, 

'Transglutaminase Linkage of Agents to 1 




<s incorporate^erein.^_ 

r 1 — 



9 



InJheClaiins 



^^^^^ 

linking molecule, „„„„ consisting of a sunscreen agent, a cosmetic, an 

herein the agent is selected from the group con s s * a tissue sea , a „t, a 

wherein the agent, free of conjugation to the linking 

...harat e of transglutaminase. 
~F^ ==:==: v „f claim 55 wherein the linking molecule comprises a 

f 57 (Once Amended) The composition of cla,m 55, w 

/ polymer of amino acids contaimng atleas, 20% 

Conjugate of a none*— -«» prote ™ « a CMmetic , „ 

serein the agen, is selected from the gro P — ^ , „ 

MIy me, a hnlking agen, a hair conditiontng age a h ^ , ^ ^^^^ agent , . 

ag e„t, an antt-nerve gas agent, a f„m formmg n , ^ ^ ^ ^ rf m ^ ^ 

mem „er of a ligand/rccep.or pair, a ttssue sealant, 
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lysines attached to one another by peptide 



wherein the polymer comprises at least 3 contiguous 
. fids, and is a substrate of transglutaminase. 

tinn of claim ^herein the polymer is a polymer of amino 
*f. (Twice Amended) The composition of clam 

acids, wherein at least 20% of the amino acids are lysines. 




y. (Twice Amended) A kit comprising 
y a package housing: 



I 



a firs t container containing the composition of claim,* and 
a second container cont aining transglutaminase. 



r 



3 A (Once Amended) The composition of claim^ 
least 5 linked units, each unit being a car 



wherein the linking molecule comprises at 
•boxamide-bearmg substrate for transglutaminase. 



P 



tion of claim J wherein the linking molecule is 4 or more 
j? (Once Amended) The composition of claim/*, 

contigu^s glutamines attached directly to one anoth^r^^ 



v™, of claim 55 wherein the component of a high affinity 
, . 77. . (Once Amended) The composition of claim ligand . reC eptor complex, 

and a receptor of a ligand-receptor complex. 

r«n of claim 55 wherein the agent is selected from the group 
78. (Once Amended) The composition of claim 55, 



consisting 



of a cholinesterase and a phosphodiesterase 



.,. of daim 55 wherein the agent is a pharmaceutical agent 
8„. (Once Amended) The compos,.,on **m». ca| 
and the agent b conjugated to the «** mo,ecu,e hy a bond that hydro 
conditions. 



<? >inn of claim^ wherein the agent is a nonprotein. 
J[. (Once Amended) The composition of claim/*, _ 
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- 83 (0 „ee Amended) of Cain, «. «** — " " ^ 



r; m „vedfro mt heeo n U i „er S a„deo„ ra c t edw ith eae h o« h e, 



calcium is 



87. The kit 

not in said second container. 



of, claim 71, furthe* comprising calcium 



housed by said package, except that said 



(Once Amended) A kit comprising 

a package housing: 
aLcontamercontainingthecomposit.onofcla.m^and 

a second container containing transglutaminase. 



„ * the third container containing a linking molecule that is 
athir dcontamer housed by said package 



remOT ed from «Ke — s and con«ao,ed with each other. 



90. The kit 
calcium is not in said second container. 



of claim 88, further comprising calcium 



housed by said package, except that said 



^T*(Once Amended) A kit comprising 
a package housing: 

a f irs t container containing the composition of clar 
containing tr ansglutaminase. 



mXC, and 



a second container 
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further comprising 



rOnce Amended) The kit of claimJ 



substrate of transglutaminase and that is capable of coval 



lently attaching to the composition contained in 



the first container in the presence of transglutaminase 
removed from the containers and contacted with each other 



when the composition and the linking molecule are 



93 The kit of claim 9 1 , further comprising 
calcium is not in said second container. 



calcium housed by said package, except that said 



94. (Once Amended) A kit comprising 
a package housing: 

a first container containing the composition of claim 84, and 
second container containing transglutaminase. 



~P a/ ^nce Amended) The kit of claim^'further comprising 

IT^r (Once Amen ) y- ^ ^ ^ „ 

removed from the containers 




96. 



The kit of claim 94, further comprising calcium 



housed by said package, except that said 



calcium is not in said second container. 



97. (Once Amended) A kit comprising 
a package housing: 

a first container containing the composition of claim 102, and 
a second container containing transglutaminase. 





;ofclainj^7,fur 



& (Once Amended) The kit ofclaim^/, further comprising _ 
^ • u h wv said package the third container containing a linking molecule that 

a third container housed by said package th ^ ^ 

removed from the containers and contacted with each other. 
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99. The composition jof claim 55, wherein the agent is an enzyme. 

1 00. The composition of claim 66, wherein the agent is an enzyme. 

101. The composition of claim 1 00, wherein the enzyme is selected from the group consisting 
of a cholinesterase and a phosphodiesterase. 



Mf. (Once Amended) The composition of clainj^ wherein the agent is in a microparticle. 
(Once Amended) The composition of claim/6, wherein the agent is in a microparticle. 



104. The composition of claim 55, wherein the linking molecule comprises at least three 
contiguous linked glutamines. 

105. The composition of claim 55, wherein the linking molecule comprises at least four 
contiguous linked glutamines. 

106. The composition of claim 55, wherein the linking molecule comprises at least five 
contiguous linked glutamines. 

107. The composition of claim 55, wherein the linking molecule comprises a polymer of 
amino acids containing at least 30% glutamines. 

108. The composition of cliim 55, wherein the linking molecule comprises a polymer of 
amino acids containing at least 40% glutamines. 

1 09. The composition of claim 66, wherein the polymer comprises at least 4 contiguous 
lysines attached to one another by peptide bonds. 

/ 110. The composition of claim 66, wherein the polymer comprises at least 5 contiguous 

lysin es attached to one another by peptide bonds. 




i 

acids, wherein at least 30% of the amino acids are lysines. 



(Once Amended) The composition of claim^^erein the polymer is a polymer of amino 
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yfiL Amended) The composition of c.aim^herein the polymer is a polymer of amino 
acids, wherein at least 40% of the amino acids are lysines. ^ 



Remarks 

The priority Iain, in ft. specification has been amended in order to reflee, 4a, the parent 
appiication, to which priori* was previous* claimed, Maimed priori* to a U.S. provisional patent 
application. The priori* data for U.S. patent appiication serial no. 09/234,358 was of record ,„ that 
case Accordingly, no new matter has been added. 

' Claims 76, 82 and 85 have been deleted. The subject matter of Cairns 82 and 85 have been 
intmduced into independent claims 55 and 66, respectively. 

Oaims 55 and 66 have been amended, in part, to include the limitation th», the a g en, ,s no, rtself 
a subshWof transglutaminase. Support for ,hi S amendment can be found in previous* pending (and 

now cancelled) claims 82 and 85. 

Cairns 55 has been further amended, in part, ,0 clarify ,he meaning of "the unKmg molecuie ,s 
no, nativeto the agen,". As suggested by ,he Examiner, me Cain, has been amended ,0 rece fte 
limitation ft* "the agent free of conjugation to ft. linking molecule, does no, contam ft. Imkrng 

molecule". This is not a narrowing amendment. ^ 
Claims 67, 1 1 1 and 1 12 have been amended to clarify their meaning at the Exam.ner s 
suggestion. These are not narrowing amendments. 

Claims 71 74 75, 81 and 88 have been amended in order to correct claim dependency. 
Claims 86, 89, 92, 95 and 98 have been amended to clarify their meaning at the Exammer s 
suggestion. These are not narrowing amendments. 

Claims 102 and 103 have been amended to reflect that the agent is in the micropart.cle. Support 
for these amendments can be found on page 8, line 17, and page 14, line 23. 
No new matter has been added. 

Claims 55, 57, 66, 67, 71 and 74, 75, 77-112 are current* pending. 

Appiicams reserve the right ,o pursue ft. full breadth of ft. subject matter of ongmal* fled 
claims 53 and 65 in a continuing application. 

The Claimed Invention 
The claimed invention relates, in part, ,0 compositions ccmp-ismg conjugates of active agents 
and linkmg molecules, fta, can be applied B a body .issue „smg,ra„sg,u,aminase. The active agen. are 
.extracellular matrix prolein, nonlabeling agen,s and can include chemical agents such as 

561425.1 



